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Selected Object Details [x]

Details

Locus ID[SAU101156
Gene Category | Macromolecule metabolism
Hit Description | beta-type subunit of the 20S proteasome

EValue

Base Pair
Hit Data Source
Locus Type
HitiD1
HitID2
HitID3

HitlD4 [|g1573473
HilD5 (2384006 |

—d— 9502

FIG. 5A
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Sequences along coordinates (5364, 15693) [X]

[ ] All sequences

80603456R1  (5142,5636
806503054F1 (5201 5690
808601624R1 (5298 5867 RN

)

;
806507074F1 5507,6108% 812

)

)

)

(

|

806509114R1  (5698,6159
801004114F1 (5849,6454
801003846F1 (5849,6478
806504245R1 (5901,6349
806510122F1 (6060,6615)
806507288R1 (6236,6768)
801009206F1 (6398,6948)
808607039R1 (6615,7117)
808601448R1 (6790,7293)
808609568R1 (6803,7383)
808607551R1  (6892.7414

Sequence Database 4+—~_ Cancel

814

FIG. 8B
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GRAPHICAL VIEWER FOR
BIOMOLECULAR SEQUENCE DATA

CROSS-REFERENCE TO RELATED
APPLICATTONS

This application 1s a continuation-in-part of application
Ser. No. 08/856,647, filed May 15, 1997, entitled Database
and System for Determining, Storing and Displaying Gene
Locus Information, now U.S. Pat. No. 5,970,500 and appli-
cation Ser. No. 08/857,382, filed May 15, 1997, enfitled
Database and System for Storing, Comparing and Display-
ing Genomic Information, now U.S. Pat. No. 5,966,712 the
disclosures of which are incorporated by reference herein for
all purposes.

BACKGROUND OF THE INVENTION

The present mvention relates generally to the field of
bioinformatics. In particular, the invention relates to
methods, media and systems for graphically displaying
computer-based biomolecular sequence 1information.

Informatics 1s the study and application of computer and
statistical techniques to the management of information.
Bioinformatics includes the development of methods to
scarch computer databases of biomolecular sequence 1nfor-
mation (e.g., nucleic acid and protein) quickly, to analyze
and display biomolecular sequence information, and to
predict protein sequence, structure and function from DNA
sequence data.

Increasingly, molecular biology 1s shifting from the labo-
ratory bench to the computer desktop. Today’s researchers
require advanced quantitative analyses, database
comparisons, and computational algorithms to explore the
relationships between sequence and phenotype. Thus, by all
accounts, researchers cannot and will not be able to avoid
using computer resources to explore gene sequencing, gene
expression, and molecular structure.

One use of bioinformatics mvolves studying an organ-
1Ism’s genome to determine the sequence and placement of
its genes and their relationship to other sequences and genes
within the genome or to genes 1n other organisms. Such
information 1s of significant interest in biomedical and
pharmaceutical research, for instance to assist in the evalu-
ation of drug efficacy and resistance. To make genomic
information manipulation easy to perform and understand,
sophisticated computer database systems have been devel-
oped. Incyte Pharmaceuticals, Inc. of Palo Alto, Calif., has
developed several such databases, including some 1n which
genomic sequence data 1s electronically recorded and anno-
tated with information available from public sequence data-
bases. Examples of such public sequence databases include
GenBank (NCBI) and SWISSPROT. The resulting informa-
fion 1s stored 1n a relational database that may be employed
to determine relationships between sequences and genes
within and among genomes.

While genetic data processing and relational database
systems such as those developed by Incyte Pharmaceuticals,
Inc. provide great power and flexibility in analyzing genetic
information, further improvements in these systems will
help accelerate biological research for numerous applica-
fions.

One areca of interest in this regard 1s the display of
biomolecular sequence information. As noted above, an
important goal of genome resecarch to determine the
sequence and placement of a organism’s genes and their
relationship to other sequences and genes within the
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genome, to genes 1n other organisms, and to related protein
sequences. The ability to clearly and effectively display gene
loc1 information for a given organism or organisms would
orcatly assist this task.

Accordingly, the development of a display tool which
allows a user to clearly and effectively display gene loci
information for a given organism or organisms and/or other
biomolecular sequence information 1s desirable.

SUMMARY OF THE INVENTION

The present mvention meets this need by providing
methods, media and systems for graphically displaying
computer-based biomolecular sequence information.
Generally, biomolecular sequence information may be
oraphically depicted 1n a variety of different forms 1n accor-
dance with the present invention. The sequence information
may be composed of nucleotide or amino acid sequence
information or both. The graphical depictions may be in
several different formats providing different information
relating to the sequences, and may be displayed in one or
more screens of a computer user interface.

A graphical viewer 1n accordance with the present inven-
tion preferably has a plurality of panels, each panel display-
ing 1nformation about the biomolecular sequence data of
interest 1n a different way on a single screen or page. For
example, a first panel could show a graphical representation
of the entire biomolecular sequence, or the portion of the
sequence of interest, with the locations of particular subse-
quences of interest indicated. A second panel could show a
more detailed graphical representation of all or a selected
portion of the sequence represented in the first window,
allowing a user to focus on a particular subsequence of
interest. This second panel view could depict additional
information, such as annotations, relating to the particular
subsequences of interest. A third panel could show infor-
mation graphically representing the confidence level or
origination, for example, of the biomolecular sequence data
represented 1n one or more of the other panels. Additional
panels on the same or additional screens could show, for
example, the actual nucleotide or amino acid sequence of or
relating to a selected subsequence of interest represented 1n
one or more of the other panels, or other information relating
to the biomolecular sequence data.

In one preferred embodiment, a graphical viewer 1n
accordance with the present invention provides a graphical
representation of all or a selected portion of an organism’s
genome with 1ts individual loct indicated. The viewer allows
the user to focus on a particular region or locus of interest
and have 1t also be graphically represented with additional
information, such as annotations. A graphical depiction of
sequence coverage for the sequence regions represented in
the viewer may also be provided.

The viewer may also provide for the display of related loci
from other portions of the organism’s genome (i.c.,
paralogs), and allows for the retrieval of information about
the loci, such as actual nucleotide sequences or detailed
annotations, from an associated relational database system.
In addition, a graphical viewer in accordance with the
present mnvention may provide for the graphical representa-
fion and comparison of multiple portions of the genome of
one or more organisms based on a locus of interest and its
corresponding paralogs and homologs (related loci from
another organism’s genome).

A graphical viewer in accordance with a preferred
embodiment of the present invention preferably provides
oraphical representations of the genomic data 1n a plurality



US 6,519,583 Bl

3

of panels, each panel displaying information about the
genomic data of interest 1n a different way. In a particularly
preferred embodiment of the 1nvention, the graphical viewer
has three main panels on a single screen: a legend viewer,
which shows the entire portion of the genome under con-
sideration; a target viewer, which allows a user to focus
(“zoom 1n”") on areas of the genome portion of particular
interest; and a sequence depth viewer, which contains
ographical information illustrating the depth of coverage over
the length of the genome portion under consideration.

In one aspect, the present invention provides a method
implemented 1n a computer system for presenting biomo-
lecular sequence data. The method 1nvolves retrieving bio-
molecular sequence data from a database 1n response to a
user query, and graphically depicting elements of the bio-
molecular sequence data 1n a user interface for the computer
system. The graphical depiction may include a plurality of
panels representing different aspects of the biomolecular
sequence data 1n a single frame.

In a preferred embodiment, the biomolecular sequence
data my include gene locus data and be graphically depicted
in three panels, the first panel graphically depicting at least
a portion of a contig and 1ts associated loci, the second panel
ographically depicting at least a portion of the contig depicted
in the first panel and annotated loci associated with the
portion, and the third panel graphically depicting informa-
fion i1ndicating the number of sequencing operations con-
ducted to determine the sequence data depicted 1n the second
panel. The third panel may graphically depicts sequences
used to assemble the portion of the contig depicted m the
second panel, or depth of coverage information for the
portion of the contig depicted 1n the second panel.

In another aspect, the mnvention provides another method
implemented 1n a computer system for presenting biomo-
lecular sequence data. The method 1nvolves retrieving bio-
molecular sequence data for a plurality of homologous loci
from a database 1n response to a user query, and graphically
depicting at least some of the homologous loci 1n a user
interface for the computer system.

In yet another aspect, the mnvention provides a computer
system. The computer system includes a database mcluding
biomolecular sequence data, and a user interface. The user
interface 1s capable of receiving a query relating to the
biomolecular sequence data, and graphically displaying the
results of the query.

In still another aspect, the invention provides a computer-
rcadable medium containing programmed 1nstructions
arranged to graphically display biomolecular sequence data.
The computer-readable medium includes programmed
instructions for retrieving biomolecular sequence data from
a computer system database 1n response to a user query, and
oraphically depicting elements of the biomolecular sequence
data 1n a user interface for the computer system.

These and other features and advantages of the present
invention will be presented 1n more detail 1n the following
specification of the invention and the accompanying figures
which 1llustrate by way of example the principles of the
invention.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1A 1s a block diagram of a client-server Intranet for
providing database services in accordance with one embodi-
ment of the present mnvention.

FIG. 1B 1s a schematic representation of the various
software documents and entities employed by the FIG. 1A
client-server Intranet to provide biological information in
response to user queries.
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FIG. 1C 1s a block diagram 1illustrating the accessibility of
oraphical viewer features in accordance with a preferred
embodiment of the present invention 1n connection with a
biomolecular sequence database.

FIG. 2 is a screen shot (HTML page) depicting a Contig
Results page for a graphical user interface of a genomic
sequences database suitable for selecting a locus to be
viewed with a biomolecular sequence graphical viewer in
accordance with one embodiment of the present invention.

FIG. 3 1s a screen shot depicting a Locus Information page
for a graphical user interface of a genomic sequences
database suitable for accessing a biomolecular sequence
oraphical viewer 1n accordance with one embodiment of the
present 1vention.

FIG. 4A 1s a screen shot depicting a main page of a
biomolecular sequence graphical viewer 1n accordance with

one embodiment of the present invention.

FIG. 4B 1s a screen shot depicting a main page of a
biomolecular sequence graphical viewer modified to illus-
trate the zoom feature 1n accordance with one embodiment
of the present invention.

FIG. 5A 15 a Selected Object Details window 1n accor-
dance with one embodiment of the present mnvention.

FIGS. 5B and 5C are screen shots depicting an alignment
viewer 1n accordance with one embodiment of the present
invention.

FIG. 6 1s a screen shot depicting a main page of a
biomolecular sequence graphical viewer modified to 1illus-
trate the new starting coordinate feature 1n accordance with
one embodiment of the present invention.

FIG. 7 1s a screen shot depicting a main page of a
biomolecular sequence graphical viewer modified to illus-
trate the new ConftiglD feature 1n accordance with one
embodiment of the present invention.

FIGS. 8A-8C are screen shots depicting pages of a
biomolecular sequence graphical viewer illustrating a fea-

ture which displays an actual biomolecular sequence in
accordance with one embodiment of the present invention.

FIG. 9 1s a flow chart depicting a process tlow by which
ogene locus information may be viewed with a biomolecular
sequence graphical viewer 1n accordance with a preferred
embodiment of the present invention.

FIGS. 10A-10E are screen shots depicting the operation
of a multiple organism biomolecular sequence graphical
viewer 1n accordance with one embodiment of the present
invention.

FIG. 11 1s a flow chart depicting a process flow by which
multiple organism gene locus information may be viewed
with a biomolecular sequence graphical viewer in accor-
dance with a preferred embodiment of the present invention.

DETAILED DESCRIPTION OF PREFERRED
EMBODIMENTS

Reference will now be made i detail to preferred
embodiments of the mvention. Examples of the preferred
embodiments are illustrated 1n the accompanying drawings.
While the mvention will be described 1n conjunction with
these preferred embodiments, 1t will be understood that 1t 1s
not 1ntended to limit the invention to one or more preferred
embodiments. On the confrary, 1t 1s intended to cover
alternatives, modifications, and equivalents as may be
included within the spirit and scope of the invention as
defined by the appended claims. In the following
description, numerous specific details are set forth 1n order
to provide a thorough understanding of the present inven-
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tion. The present invention may be practiced without some
or all of these specific details. In other mstances, well known
process operations have not been described 1n detail 1n order
not to unnecessarily obscure the present invention.

Introduction

The present invention provides methods, media and sys-
tems for graphically displaying computer-based biomolecu-
lar sequence 1nformation. Generally, biomolecular sequence
information may be graphically depicted in a variety of
different forms 1 accordance with the present invention.
The sequence information may be composed of nucleotide
or amino acid sequence 1mnformation or both. The graphical
depictions may be 1n several different formats providing
different information relating to the sequences, and may be
displayed 1n one or more screens of a computer user inter-
face.

A graphical viewer 1n accordance with the present inven-
tion preferably has a plurality of panels, each panel display-
ing information about the biomolecular sequence data of
interest 1n a different way on a single screen or page. For
example, a first panel could show a graphical representation
of the entire biomolecular sequence, or the portion of the
sequence of interest, with the locations of particular subse-
quences of interest 1ndicated. A second panel could show a
more detailed graphical representation of all or a selected
portion of the sequence represented in the first window,
allowing a user to focus on a particular subsequence of
interest. This second panel view could depict additional
information, such as annotations, relating to the particular
subsequences of interest. A third panel could show infor-
mation graphically representing the confidence level or
origination, for example, of the biomolecular sequence data
represented 1n one or more of the other panels. Additional
panels on the same or additional screens could show, for
example, the actual nucleotide or amino acid sequence of or
relating to a selected subsequence of interest represented in
one or more of the other panels, or other information relating
to the biomolecular sequence data.

In one preferred embodiment, a graphical viewer in
accordance with the present invention provides a graphical
representation of all or a selected portion of an organism’s
genome with 1ts individual loci indicated. The viewer allows
the user to focus on a particular region or locus of 1nterest
and have 1t also be graphically represented with additional
information, such as annotations. A graphical depiction of
sequence coverage for the sequence regions represented 1n
the viewer may also be provided.

The viewer also may also provide for the display of
related loci from other portions of the organism’s genome
(i.e., paralogs), and allows for the retrieval of information
about the loci, such as actual nucleotide sequences or
detailed annotations, from an associated relational database
system. In addition, a graphical viewer 1n accordance with
the present mnvention may provide for the graphical repre-
sentation and comparison of multiple portions of the genome
of one or more organisms based on a locus of interest and its
corresponding paralogs and homologs (related loci from
another organism’s genome).

A graphical viewer i accordance with a preferred
embodiment of the present invention preferably provides
ographical representations of the genomic data 1n a plurality
of panels, each panel displaying information about the
genomic data of interest 1in a different way. In a particularly
preferred embodiment of the 1nvention, the graphical viewer
has three main panels on a single screen: a legend viewer,
which always shows the entire portion of the genome under
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consideration; a target viewer, which allows a user to focus
(“zoom 1n”) on areas of the genome portion of particular
interest; and a sequence depth viewer, which contains
ographical information illustrating the depth of coverage over
the length of the genome portion under consideration.

Of course, as noted above, a graphical viewer 1n accor-
dance with the present invention may be used to display
biomolecular sequence information other than the gene
locus mformation described with reference to the preferred
embodiments of the invention described herein. For

example, a graphical viewer 1n accordance with the present
invention may be used to display peptide or nucleotide
sequence 1nformation, and can be used to display actual
sequences resulting from comparisons of sequences from,

for example, a BLAST or FASTA search.

The Graphical Viewer Environment

As noted above, a graphical viewer 1n accordance with the
present invention 1s preferably used in connection with a
biomolecular sequence relational database system, such as
those developed by Incyte Pharmaceuticals, Inc. of Palo

Alto, Calif., and described, for example, 1n patent applica-
tion Ser. Nos. 08/947,845, 08/856,647, 08/811,758, 08/812,

290 and 08/857,382, the disclosures of which are incorpo-
rated by reference herein for all purposes. Data to be
displayed by a graphical viewer 1n accordance with the
present mvention 1s accessed from such a database system
using techniques and commands well known to those of skaill
in the art. FIGS. 1A and 1B and the associated description
provided below provide a context 1n which a graphical
viewer 1n accordance with the present 1nvention may oper-
ate.

FIG. 1A depicts a network system 130 suitable for storing
and retrieving information 1n relational databases, such as
those suitable for supporting a graphical viewer 1n accor-
dance with the present invention. Network 130 includes a
network cable 134 to which a network server 136 and clients
138a and 138bH (representative of possibly many more
clients) are connected. Cable 134 is also connected to a
firewall/gateway 140 which 1s 1n turn connected to the
Internet 142.

Network 130 may be any one of a number of conventional
network systems, including a local area network (LAN) or
a wide area network (WAN), as is known in the art (e.g.,
using Ethernet, IBM Token Ring, or the like). The network
includes functionality for packaging client calls 1n a well-
known format (e.g., URL) together with any parameter
information into a format (of one or more packets) suitable
for transmission across a cable or wire 134, for delivery to
database server 136.

Server 136 includes the hardware necessary for running
software to (1) access database data for processing user
requests, and (2) provide an interface for serving informa-
fion to client machines 138a and 138b. In a preferred
embodiment, depicted 1n FIG. 1A, the software running on
the server machine supports the World Wide Web protocol
for providing page data between a server and client. In this
embodiment, a web server 156 having URL and HTTP
functionality communicates with a client via the HTTP
protocol.

Client/server environments, database servers, relational
databases and networks are well documented 1n the
technical, trade, and patent literature. For a discussion of
database servers, relational databases and client/server envi-
ronments generally, and SQL servers particularly, see, €.g.,
Nath, A., The Guide To SQOL Server, 2nd ed., Addison-
Wesley Publishing Co., 1995 (which is incorporated herein
by reference for all purposes).
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As shown, server 136 includes an operating system 150
(¢.g., UNIX) on which runs a relational database manage-
ment system 152, a World Wide Web application 154, and a
World Wide Web server 156. The software on server 136

may assume numerous conflgurations. For example, 1t may
be provided on a single machine or distributed over multiple
machines.

World Wide Web application 154 includes the executable
code necessary for generation of database language state-
ments (e.g., Standard Query Language (SQL) statements).
Generally, the executables will mnclude embedded SQL

statements. In addition, application 154 includes a configu-
ration file 160 which contains pointers and addresses to the
various software entities that comprise the server as well as
the various external and internal databases which must be
accessed to service user requests. Configuration file 160 also
directs requests for server resources to the appropriate
hardware—as may be necessary should the server be dis-
tributed over two or more separate computers.

Each of clients 1384 and 138b includes a World Wide
Web browser for providing a user interface to server 136,
and including code necessary to generate HI'ML pages.
Through the Web browser, clients 138a and 138b construct
search requests for retrieving data from a sequence database
144 and/or a genomic database 146, for example. Thus, the
user will typically point and click to user interface elements
such as buttons, pull down menus, scroll bars, etc. conven-
tionally employed 1n graphical user interfaces. The requests
so formulated with the client’s Web browser are transmitted
to Web application 154 which formats them to produce a
query that can be employed to extract the pertinent 1nfor-
mation from sequence database 144 or genomic database

146.

In the embodiment shown, the Web application accesses
data mm genomic database 146 by first constructing a query
in a database language (e.g., Sybase or Oracle SQL). The
database language query 1s then handed to relational data-
base management system 152 which processes the query to
extract the relevant information from database 146. In the
case of a request to access sequence database 144, Web
application 154 directly communicates the request to that
database without employing the services of database man-
agement system 152.

The procedure by which user requests are serviced 1s
further 1llustrated with reference to FIG. 1B. In this
embodiment, the World Wide Web server and/or executable
Web application components of server 136 provide Hyper-
text Mark-up Language documents (“HTML pages™) 164 to
a client machine. At the client machine, the HTML docu-
ment provides a user interface 166 which 1s employed by a
user to formulate his or her requests for access to database
146. That request 1s converted by the Web application
component of server 136 to a SQL query 168. That query 1s
used by the database management system component of
server 136 to access the relevant data 1n database 146 and
provide that data to server 136 in an appropriate format.
Server 136 then generates a new HITML document, possibly
through the Web application 154, relaying the database
information to the client as a view 1n user interface 166.

While the embodiment shown i FIG. 1A employs a
World Wide Web server and World Wide Web browser for a
communication between server 136 and clients 1384 and
138b, other communications protocols will also be suitable.
For example, client calls may be packaged directly as SQL
statements, without reliance on Web application 154 for a
conversion to SQL. Clients may also query the database
directly without using a client browser.
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When network 130 employs a World Wide Web server
and clients, 1t must support a TCP/IP protocol. Local net-
works such as this are sometimes referred to as “Intranets.”
An advantage of such Intranets is that they allows easy
communication with public domain databases residing on
the World Wide Web (e.g., the GenBank World Wide Web
site). Thus, in a particular preferred embodiment of the
present invention, clients 138a and 13856 can directly access
data (via Hypertext links for example) residing on Internet

databases using a HI'ML interface provided by Web brows-
ers and Web server 156.

Bear in mind that if the contents of the local databases are
to remain private, a firewall 140 must preserve 1n confidence

the contents of a sequence database 144 and a genomic
database 146.

In a preferred embodiment, sequence database 144 1s a flat
file database with a single file for genomic sequences from
different species. Other possible approaches may include
partitioning the sequence data according to different species
or whether or not sequences have been found to be unique
to the local database (i.e., sequences that did not have any
hits in an external database such as GenBank).

Preferably, the information in genomic database 146 1s
stored 1n a relational format. Such a relational database
supports a set of operations defined by relational algebra. It
ogenerally includes tables composed of columns and rows for
the data contained in the database. Each table has a primary
key, being any column or set of columns the values of which
uniquely 1dentify the rows in the table. The tables of a
relational database may also include a foreign key, which 1s
a column or set of columns the values of which match the
primary key values of another table. A relational database 1s
also generally subject to a set of operations (select, project,
product, join and divide) which form the basis of the
relational algebra governing relations within the database.
As noted above, relational databases are well known and
documented (see, e.g., Nath, A., The Guide To SQL Serve,

referenced above).

A relational database may be implemented in different
ways. In Oracle™ databases, for example, the various tables
are not physically separated, as there 1s one 1nstance of work
space with different ownership specified for different tables.
In Sybase™ databases, 1n contrast, the tables may be physi-
cally segregated 1nto different “databases.”

One specific configuration for network 130 for multiple
users provides both the genomic and sequence databases on
the same machine. If there 1s a high volume of sequence
searching, 1t may be desirable to have a second processor of
similar size and split the application across the two machines
to 1mprove response time.

A suitable dual processor server machine may be any of
the following workstations: Sun—Ultra-Sparc 2™ (Sun
Microsystems, Inc. of Mountain View, Calif.), SGI—
Challenge L™ (Silicon Graphics, Inc. of Mountain View,
Calif.), and DEC—2100A™ (Digitial Electronics Corpora-
tion of Maynard, Mass.). Multiprocessor systems (minimum
of 4 processors to start) may include the following: Sun—

Ultra Sparc Enterprise 4000™, SGI—Challenge XL™, and
DEC—S8400™, Preferably, the server machine 1s configured

for network 130 and supports TCP/IP protocol.

Depending upon the workstation employed, the operating,
system may be, for example, one of the following: Sun—

Sun OS 5.5 (Solaris 2 5), SGI—IRIX 5 3 (or later), or
DEC—Digital UNIX 3 2D (or later).

Databases used 1n conjunction with this invention may be
downloaded via a 4x4 Gb+FWSCSI-2, Fiber Link Raid
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Units 20Gb+, or 4 DAT Tape Drive. A CD ROM drive may
also be acceptable.

The client machine may be, for example, a Macintosh™
(Apple Computer Inc. of Cupertino, Calif.), a PC, or a Unix
workstation. It should also be TCP/IP capable with a

Netscape or Internet Explorer Web Browser.

The network may include a 10Base-T, 100Base-T or
higher connection, be TCP/IP capable, and provide access to

Internet for HTML hyperlinks to external databases.

FIG. 1C illustrates the accessibility of graphical viewer
features 1n accordance with a preferred embodiment of the
present invention. A graphical viewer 1n accordance with the
present invention 1s preferably provided together with a suite
of functions made available to users through a collection of
user interface screens (e.g., HITML or Java® pages) viewed
in the user interface of a biomolecular relational database.
Typically, the mterface will have a main viewer page from
which various lines of query can be followed. In a preferred
embodiment, the main viewer page (and other graphical
viewers) are Java®-based applets running on the network
system. Given the functionalities described herein, one of
ordinary skill in the art would be able to 1mplement the
ographical viewers of the present invention 1n Java® or other
programming environments. The viewer page 1s typically
accessed from another page provided as part of the user
interface of a biomolecular sequence relational database in
connection with which the graphical viewer 1s used.

For example, a user interface screen (e.g., HITML page)
170 displays textual mformation relating to a plurality
biomolecular sequences. One or more sequences displayed
in the page 170 may be selected, for example, using the
pomter provided 1n the GUI, to access another page 180
which displays additional information about the selected
sequences. This page 180 may include a button which when
selected accesses a main graphical viewer page 190. The
graphical viewer page (e.g., Java® page) 190 graphically
depicts information about the selected sequences. The page
also preferably includes buttons 192 which allow a user to
modify the graphical display. The buttons 192 may also
include buttons which a user may select to access additional
oraphical viewer pages 194, 196, which graphically or
otherwise display additional mmformation relating to the
oraphically displayed sequence information in page 190.

Gene Locus Implementation

The mvention will now be described with reference to a
particular preferred implementation of the invention to
oraphically depict gene locus information. The invention
will be described with reference to a database optimized for
microbial data, such as that described with reference to
parent application Ser. No. 08/856,647, previously incorpo-
rated by reference. However, application of the present
invention 1s by no means so limited. For example, the
invention covers graphical viewers used 1n connection with
databases optimized for other sources of biomolecular
sequence data, such as animal sequences (e.g., human,
primate, rodent, amphibian, insect, etc.) and plant
sequences.

As noted above, a graphical viewer in accordance with the
present invention 1s preferably provided together with a suite
of functions made available to users through a collection of
user 1nterface screens viewed 1n the user imterface of a
biomolecular relational database. A main viewer page 1s
typically accessed from another page provided as part of the
user interface of a biomolecular sequence relational database
in connection with which the graphical viewer i1s used, in
this case a microbial genomic database. FIG. 2 depicts one
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such other page from the microbial genomic database. The
Contig Results page 200 displays a list of loci (identified by
their LocusIDs) for genes localized to a particular “contig”(a
group of assembled overlapping sequences), contig
SAU1c0039, of the genomic sequence of a microbial
organism, 1n this case Staphylococcus aureus.

By clicking on a particular LocusID 1n Contig Results
page 200, a user accesses a Locus Information page, such as
depicted 1n FIG. 3. Clicking on the LocusID SAU100241 in
page 200, returns the Locus Information page 300 which
displays details about the locus SAU100241. The page also
displays a Graphical Viewer button 302 which when
selected launches a graphical viewer 1n accordance with the
present 1nvention.

FIG. 4A depicts a main graphical viewer page 400
accessed by selecting the Graphical Viewer button 302 1n
Locus Information page 300. In this preferred embodiment,
the graphical viewers are Java®-based applets that provide
a graphical representation of a portion of a config and 1ifs
related loci. A graphical viewer in accordance with the
present invention preferably includes a plurality of separate
component viewers. Where more than one component
viewer 1s featured 1t 1s preferably displayed 1n a single frame
in order to enhance the effectiveness with which the graphi-
cally displayed data 1s conveyed to the user. A preferred
embodiment includes three component viewers displayed 1n
a single frame.

Thus, the graphical viewer 402 of page 400 has three
viewer component panels on a single screen. The top panel
410 features a “legend viewer” 412, which shows the entire
portion of the genome under consideration. The middle
pancl 430 features a “target viewer” 432, which allows a
user to focus (“zoom 1n”) on areas of the genome portion of
particular interest. The bottom panel 450 features a
“sequence depth viewer” 452, which contains graphical
information illustrating the depth of coverage over the
length of the genome portion represented 1n the target viewer

422.

The graphical viewer page 400 also includes several
buttons and windows along the top 403 of the page 400 for
accessing and displaying additional information. A menu bar
404 1s also provided for accessing pull-down menus listing
various command and control functions. A scale 4185, 435,
455 depicted at the bottom of each viewer panel 410. The
use of these features will be described in further detail
below.

The legend viewer 412 always shows the entire portion of
the contig which was loaded by the viewer when the user
selected a config 1n the previous screens. In a preferred
embodiment, the viewer will load a predetermined default
number of base pairs of the contig sequence. If the contig 1s
shorter than the default, the entire contig will be depicted
and the default will be adjusted. For example, 1n this
embodiment, the viewer loads 30,000 base pairs starting at
the first locus 1n the list on the Contig Results screen 200
(identified by its Hit ID), g2462967. The number of base
pairs shown and the position on the contig may be deter-
mined with reference to the scale 415 depicted at the bottom
of the legend viewer panel 410. The default value may, of
course, be changed to any desired number.

The legend viewer 412 graphically represents config
SAU1c0039 as a line 414 which starts at coordinate (base
pair number) 4467 and extends up to coordinate 34,467, as
may be seen with reference to the scale 415. The contig
depicted 1n the viewer 1s 1dentified 1n a ContiglD window
407. In addition, the starting coordinate for the portion of the
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contig depicted by the legend viewer 412 (namely, the
starting coordinate of the selected locus g2462967: 4467) is
noted 1n the Start Coord window 405. These windows 405,
407 may also be used to enter information 1n order to control
the information depicted by the viewer, as described further
below. A user may bring upstream or downstream portions
of the contig into view 1n the legend viewer 412, and the

other component viewers, by clicking on the directional
buttons 406.

In addition to the contig, the legend viewer 412 shows the
various loci residing on the portion of the contig. The
manner 1n which these loci are depicted illustrates the power
of a graphical viewer 1n accordance with the present inven-
fion 1n presenting mnformation 1n a highly effective manner.

The loci are represented by arrows 416. Each loci 1s
located beside the contig line 414 according to 1ts position
on the contig and the direction in which it 1s read. The
arrowhead represents the direction 1n which a locus 1s read.
Loci which are read in the forward (+) direction are depicted
above the contig line 414. Loc1 which are read 1n the reverse
(-) direction are depicted below the contig line 414. In
addition, other graphical features may be used to convey
information about the graphically depicted loci. For
example, loci for which the sequences obtained are above an
established confidence threshold may be depicted as broken
arrOws.

In this preferred embodiment, the loci are also represented
in different colors based on their protein’s function. Proteins
are grouped 1nto various functional categories, with each
category being assigned a color. For example, 1 this pre-
ferred embodiment, the proteins corresponding to loci are
orouped according to the following categories/colors:
Motility/Light blue; Virulence/Red; Transport/Light Green;
Regulation/Magenta; Macromolecule metabolism/Yellow;
Small molecule metabolism/Dark blue; Structure/Dark
Green; and Unclassified/Black. Of course other categories
and colors may also be used. These arrow and color repre-
sentation features for loci are used 1n both the legend viewer
and the target viewer, discussed below.

The target viewer 432 mitially displays the same scope as
the legend viewer 412. The scope of the target viewer may
be modified, however, by clicking on the Zoom buttons 409.
The Zoom In button provides a closer view of a portion of
the contig shown 1n the legend viewer 412. The closer view
1s depicted 1n the target viewer 432, with the scale 435
adjusting to reflect the amount of the zoom. The Zoom Out
button provides a broader view of the contig, up to the
maximum of the default base pair number selected for the
legend viewer (minimum magnification). The Zoom None
button automatically returns to the minimum magnification.

Another way provided by a graphical viewer 1 accor-
dance with the present mnvention to focus on a portion of
interest of a contig 414 depicted 1n the legend viewer 412 1s
to provide an outline, such as a colored (e.g., red) box,
around the portion of the contig 414 which 1s shown 1n the
target viewer 432. In this preferred embodiment, when a red
box surrounds the enfire legend viewer panel, the target
viewer also display the entire 30,000 base pairs. This 1s the
situation 1llustrated 1in FIG. 4A. When the Zoom buttons 409

are used, as described above, the red box 1s adjusted accord-
ingly.

An area on the contig may also be zoomed 1nto by direct
user adjustment of the red box (known as “rubber banding™).
The scope of the red box may be changed by clicking at a
location 1n any of the viewer panels and drageing the cursor
with a mouse to another location. The red box will then
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encompass the region between those two points, and only
this region will be visible 1n the target and sequence depth
viewers. FIG. 4B depicts an updated page showing the
viewer 402 after a user has zoomed 1n on the portion 434 of

the contig 414 depicted in the legend viewer 412 between
about the coordinates 14,200 and 18,200. The scale 435 at

the bottom of the target viewer 432 has been adjusted to
reflect the new scope of the zoomed target view.

Another feature of the target viewer 1s the loci are
annotated. As may be seen 1n FIGS. 4A and 4B, annotations
436 arc provided for loci arrows which are long enough to

accommodate the annotation information. If a loc1 of interest
1s too short to be display its annotation, a user may zoom 1in
further on the locus until it 1s long enough to allow the
annotation to be displayed in the graphical representation.

Individual loci in the target viewer 432 may be selected
for further analysis by clicking on the graphically depicted
locus. A selected locus 1s highlighted 1n some manner, for
example, by displaying a colored (e.g., red) box around its
representation. Details about this locus my be viewed by
double-clicking on the locus representation. Double-
clicking opens a Selected Object Details window, such as
depicted 1n FIG. 5A. The Selected Object Details window
500 1includes information about the locus, including its
LocusID, gene (functional) category, base pair range, the
sequence’s homologous matches (preferably the number of
homologous matches returned 1s limited to a preset number;
for example, the top five matches are returned here) against
other sequence databases, for example, the genpept
database, and other information useful to researchers and
relating to other features of the database system with which
the graphical viewer 1s used. Many of the fields of infor-
mation provided in the window 3500 may be hyperlinks to
other HTML pages or other screens.

The Selected Object Details window 500 includes an
Alignment button 502. Clicking on this button accesses an
alignment viewer which provides a graphical representation
of the locus sequence and its homologous matches. An
example of an alignment viewer 510 1in accordance with a
preferred embodiment of the present invention 1s shown 1n
FIG. 5B. The alignment viewer 510 has three panels. The top
two panels 512 and 514 provide a graphical representation
of the locus identified in FIG. SA (SAU101156). The third
panel 516 provides graphical representations of the five
homologs noted 1n FIG. 5A. The alignment viewer page also
includes a number of buttons 518 which may be used to
control the graphical representations. In particular, the page
has Zoom buttons 520 which may be used to zoom 1nto the
sequence level of loci depicted 1n the lower two panels 514
and 516 (while the upper panel 512 maintains the depiction
of the entire locus). FIG. 5C illustrates this Zoom feature
where the upper panel 512 has a colored box 522 around the
portion of the locus depicted with its homologs at the
sequence level 1n the two lower panels 514 and 516. In this
embodiment, the amino acid sequences are shown. In other
embodiments, the corresponding nucleotide sequences may
also be shown.

An additional feature of the graphical viewer page 400
that becomes useful when the scope of the view 1n the target
viewer 432 1s focused 1 on a portion of the contig sequence
shown 1n the legend viewer 412 1s a scroll bar 470 at the
bottom of the page. The scroll bar 470 allows a user to move
along the portion 434 of the contig 414 to bring upstream or
downstream portions of the contig 414 1nto view 1n the target
viewer 432.

The third panel 450 of the graphical viewer 402 1n this
embodiment of the present invention 1s the sequence depth
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viewer 452. The sequence depth viewer 452 provides a
oraph illustrating the depth of coverage, that 1s, the number
of times that a given portion of the contig has been
sequenced, over the length of the contig. The sequence depth
viewer 452 displays its graph for the contig or portion of the
contig displayed in the target viewer 432. Thus, 1n FIG. 4A,
were the target viewer 432 and legend viewer 412 have the
same scope, the sequence depth viewer 452 displays a graph
showing the depth of coverage over the 30,000 base pairs of
the contig 414 from coordinates 4467 to 34,467, as indicated
by the scale 455 at the bottom of the sequence depth viewer
panel 450. In FIG. 4B, however, the sequence depth viewer
452 displays a graph showing the depth of coverage over the
approximately 4000 base pairs of the portion 434 of the
contig zoomed 1n on 1n the target viewer from about coor-
dinates 14,200 to 18,200, as indicated by the adjusted scale
455. The sequence depth viewer also includes a second scale
456 on the y-axis indicating the number of sequencing

passes represented by the graph.

The manner in which this depth of coverage imnformation
1s depicted provides a further illustration of the power of a
ographical viewer in accordance with the present invention in
presenting information i1n a highly effective manner. A user
of the graphical viewer 1s able to very quickly, at a glance,
assimilate useful information relating to the confidence to be
attributed to the sequence information depicted in the other
panels of the viewer. In this preferred embodiment of the
present invention, the sequence depth viewer 452 depicts
coverage as a sequence distribution graph 454. A particular
advantage of this way of depicting of the depth of coverage
information 1s that 1t 1s particularly effective for clearly
providing this information 1n a graphical format which
makes a clear visual impression and renders the data easily
quantifiable, with reference to the y-axis scale 456. The
coverage data for various regions 1s also easily compared 1n
this format.

In other embodiments of the invention, a sequence depth
viewer may graphically depict depth of coverage informa-
fion 1in other ways. For example, the actual sequences from
which the contig was assembled may be depicted. This way
of depicting the sequence coverage information may provide
useful information for some users who are concerned with
the data acquisition process, for example, used 1n the con-
fig’s formation.

As noted above, the graphical viewer page 400 includes
several buttons and windows along the top 403 of the page
400 for accessing and displaying additional information.
Several of these have already been discussed, including the
Start Coord 405 and ContiglD 407 windows. FIGS. 6 and 7
illustrate additional features of a this embodiment of a
ographical viewer 1n accordance with the present invention.

In addition to displaying the start coordinate for the contig,
sequence displayed in the legend viewer 612, the Start
Coord window 605 may receive an entry from a user of a
different starting coordinate. The entry of a different start
coordinate will bring a different portion of a contig’s
sequence 1nto view 1n the legend viewer. For example, FIG.
6 shows a graphical viewer page 600 with the same settings
as page 400, except that O has been entered 1n the Start
Coord window 605. As a result, the contig sequence 602 and
associated loci 604 shown 1n the legend viewer 612 1s shifted
446’/ base pairs upstream to the beginning of contig
SAU1c0039. The 4467-most downstream base pairs 1n the
depiction of the contig 414 1n FIG. 4 are no longer visible
in the viewer of page 600. The corresponding views are also
depicted by the target viewer 632 and the sequence depth
viewer 652.
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Also, 1n addition to idenfifying the contig depicted in the
viewer 402, the ContiglD window 407 may receive an entry
from a user of a different ContiglD. The entry of a different
ContiglD will cause the default number of base pairs
(preferably starting from the coordinate 0) of the contig
sequence assoclated with the new ContiglD to be loaded
from the database associated with the viewer and displayed.
For example, FIG. 7 shows a graphical viewer page 700 with
the ConfiglD SAU1c0016 entered 1n the ContiglD window
707. As a result, the contig sequence 702 and associated loci
704 shown 1n the legend viewer 712 are that for contig
SAU1c0016. The corresponding views are also depicted by
the target viewer 732 and the sequence depth viewer 752.

As also noted above, the graphical viewer 400 includes a
menu bar 404 for accessing pull-down menus listing various
command and control functions. The File pull-down menu
lists standard commands found in applications software
packages such as save and print, etc. The Edit pull-down
menu provides a list of categories for editing the parameters
of the graphical viewers, including the default contig
sequence length display number and the colors used to
represent various features in the viewers.

Of particular mterest 1s the View pull-down menu which,
together with allowing the user to select which features
should be included 1n the various viewer displays, also
includes a View Sequences on Coords 804 option. A graphi-
cal viewer page 800 1s shown 1n FIG. 8A with the View
pull-down menu 802 selected. Selection of the View
Sequences on Coords 804 option from the menu 802
accesses a page 810 listing the sequences used to assemble
the contig depicted in the graphical viewer 402, together
with the coordinates of each sequence which indicate its
coverage. Selecting a sequence from the list, such as the
second one in the list, 806503054F1 (5201,5690) 812, and
clicking the Sequence Database button 814 accesses a
database of the raw sequences used to assemble contigs in
the database system associated with the graphical viewer
and returns a Sequence Retrieval Results page 820, depicted
in FIG. 8C. The Sequence Retrieval Results page 820
depicts the actual nucleotide sequence 822 of the sequence

812 selected 1n FIG. 8B.

A generalized process by which a graphical viewer system
in accordance with a preferred embodiment of the present
invention returns graphical representations of gene locus
information to a user 1s depicted 1n FIG. 9. This process flow
shows only some of the main features of a preferred embodi-
ment of the present invention in order to 1llustrate 1n process
flow form some of the options for graphically displaying
sequence data 1n accordance with an embodiment of the
present 1nvention. It 1s not intended to provide a compre-
hensive depiction of the present invention.

The process 900 begins at 901 and at a step 902 data for
a selected locus and 1ts associated contig are loaded 1nto the
oraphical viewer. As noted above, the locus may be selected
from a list in a HIML page provided as part of the user
interface of a biomolecular sequence relational database in
connection with which the graphical viewer 1s used, 1n this
case a microbial genomic database. At a step 904, a graphi-
cal display of the selected locus on 1its contig 1s provided.
Preferably, the graphical display has a plurality of compo-
nents for representing different aspects of the biomolecular
sequence data associated with the selected locus. In a
particularly preferred embodiment depicted 1n FIGS. 4A and
4B and described above, the graphical representation 1s a
viewer having three components: a legend viewer, a target
viewer, and a sequence depth viewer.

If no further entries or zoom adjustments are made, the
process may end at step 940 following the graphical display
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at step 904. However, a user may want to use the graphical
viewer to extract and display additional information relating
to the selected locus or other loci, and the viewer provides
additional functionalities for this purpose.

The graphical representation of the data displayed by the
ographical viewer may be modified 1n a variety of ways. Also,
additional information may be accessed by selecting various
objects (namely, loci) in a viewer. For example, a user may
enter a new contiglD 1 a field provided 1n a graphical
viewer page, such as window 407 1n FIG. 4A. If so, decision
step 906 1s answered 1n the affirmative and the new contig
and 1ts loci1 are graphically depicted 1n a viewer at a step 914.
A user may also enter a new start coordinate, such as in Start
Coord window 405 1n FIG. 4A. If so, decision step 908 1s
answered 1n the affirmative and the graphical display 1s
adjusted to show the contig in the new coordinate range at
a step 916. In addition, as described above, a user may
choose to focus 1n on a particular portion of a graphically
depicted contig. If so, decision step 910 1s answered 1n the
afhirmative and the graphical display 1n the target viewer, 1n
this embodiment, 1s adjusted to show the conftig in the
zoomed view at a step 918. I any of these decision steps are
answered 1n the negative the graphical viewer display
remains unchanged.

After any of these actions, or 1n the alternative, a user may
select an object to obtain further information. In a preferred
embodiment, the loc1 depicted 1n a target viewer component
of the graphical viewer may be selected by clicking on its
representation. If so, decision step 920 i1s answered 1n the
atfirmative and the depiction of the locus 1n the target viewer
may be highlighted with a colored box. If a user wishes to
obtain detailed information about the selected loci, the user
may do so by double clicking on the depiction of that locus.
If so, decision step 921 1s answered 1n the affirmative and a
Java® page showing detailed information about the selected
locus 1s shown at a step 922.

Another feature of this aspect of a preferred embodiment
of the present invention 1s a graphical alignment viewer, as
described above. A user may elect to display a graphical
viewer which shows the alignment of the amino acid
sequence of the loci of interest against some homologous
sequences. If so, decision step 924 1s answered in the
atfirmative and the alignment 1s graphically displayed in a
ographical viewer at a step 926.

Auser may also be provided with the option of displaying
a multiple organism viewer to view graphical representa-
tions of homologous and paralogous loci of the locus of
interest. For example, if decision step 920 1s answered 1n the
atfirmative, a multiple organism viewer may be accessed at
a step 930 when a decision step 928 i1s answered 1n the
atfirmative. Further details of the operation of a multiple
organism viewer 1n accordance with a preferred embodiment

of the present invention are described below with reference
to FIGS. 10A-10E and 11.

Of course the selected object details and multiple organ-
1sm selection decisions are independent of each other and
could just as easily have been presented 1n other ways in
FIG. 9. Further, 1t should be noted that the system allows the
user to exit from the graphical viewer mode at any time. This
option 1s not depicted in FIG. 9.

A further option available for accessing further informa-
fion from a graphical viewer 1n accordance with the present
invention 1s the display of actual nucleotide or amino acid
sequences for a selected sequence associated with the locus
of mterest and its contig. In a preferred embodiment, a user
may choose this option by clicking on a button 1n a graphical
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viewer page such as depicted 1n FIG. 4A. If so, decision step
912 1s answered 1n the affirmative and a list of sequences
sequence 1dentifiers) and coordinates for the sequences from
which the contig displayed in the viewer was assembled 1s
displayed at a step 932. A user may then select a sequence
from the list. If so, decision step 934 i1s answered in the
affirmative and the actual nucleotide sequence (in this case)

of the selected sequence 1s displayed. The process ends at
940.

As with other data displayed in graphical viewers in
accordance with the present invention, the data used in this
aspect of the invention i1s obtained from an associated
biomolecular sequence database and system. The organiza-
tion and operation of such systems may vary. Examples are
provided 1n the Incyte Pharmaceuticals applications previ-
ously mcorporated by reference herein. Given the descrip-
tion of the functionality and displays herein, one of skill 1n
the art would be able to implement the graphical viewer of
the present mmvention 1n any such system.

Multiple Organism Viewer

As noted above, a graphical viewer 1n accordance with the
present invention may also provide for the graphical repre-
sentation and comparison of multiple portions of the genome
of one or more organisms based on a locus of 1nterest and its
corresponding paralogs (related loci from other portions of
an organism’s genome) and homologs (related loci from
another organism’s genome). A preferred embodiment of
such a multiple organism viewer 1s described with reference

to FIGS. 10A-10D, below.

FIG. 10A depicts a main graphical viewer page 1000, like
that shown in FIGS. 4A and 4B. In FIG. 10A, a box (“rubber

band”) 1002 has been placed around a region 1004 of the
portion of the contig 1006 displayed by the legend viewer
1008 component of the graphical viewer 1010. This region
1004 of the contig 1006 1s displayed by the target viewer
1020 component of the graphical viewer 1010, and 1its
coverage 15 depicted by the sequence depth viewer 1030
component. In the target viewer 1020, a box 1022 around
locus SAU100242 indicates that that locus has been
selected. As noted previously, the main viewer page 1000
includes a Multiple Organisms button 1001.

Clicking on the Multiple Organisms button 1001 when a
locus has been selected 1n the target viewer retrieves from
the database associated with the viewer and displays a list of
all libraries containing homologs and paralogs of the
selected locus. FIG. 10B depicts a window 1040 showing a
list of libraries retrieved for the locus SAU100242 selected
in the previous page shown in FIG. 10A. To access a list of
individual homologs and paralogs, a user may select one or
more libraries 1n the list displayed in this window 1040.
Clicking on the Multiple Organisms button 1042 retrieves
the individual homologs and/or paralogs and displays them.
FIG. 10C depicts an example of a window 1045 showing a
list of homologs and paralogs for the locus SAU100242
from the libraries selected 1n screen 1040 shown i FIG.
10B. A hit description for each locus 1s also provided.

A user may then choose to produce a graphical display of
the originally selected locus (e.g. SAU100242) and the
selected homologous and paralogous loci displayed in the
list of FIG. 10C. By clicking on the Multiple Organisms
button 1046 in window 1045, the locus of interest and its
homologs and paralogs are loaded nto a multiple organism
viewer 1n accordance with a preferred embodiment of the
present invention, and the locus of interest and the selected
homologs and paralogs are displayed. FIG. 10D depicts an
example of such a multiple organism viewer page 1050.
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The multiple organism viewer page 1050 provides a
single panel multiple organism viewer 1052 graphically
depicting the selected locus of interest (SAU100242) on its
contig (SAU1c0039) and the selected homologous and
paralogous loci on their respective contigs. FIG. 10D, shows
a viewer 1052 graphically displaying five (5) contigs in a
single page: SAU1c0039 1061, PRT1c0129 1062,
SAU2c0391 1063, SEP1c0220 1064, and SHA1c0122 1065.
Contig 1061 1s shown together with its loci, including the
selected locus SAU100242 1071 depicted 1n bold and itali-

cized 1n order to more clearly 1dentify it. In the embodiment
depicted 1n FIG. 10D, the loci are annotated with a hit
description rather than a Locus ID. Each of the other contigs
1s also depicted with 1ts loc1 alongside, and with the loci

homologous to SAU100242 (respectively, loci 1072, 1073,
1074 and 1075) shown in bold italics.

The multiple organism viewer 1052 illustrates another
example of the power of a graphical viewer 1n accordance
with the present invention to convey biomolecular sequence
information in an effective way. As noted above, the selected
locus and 1ts homologous and paralogous loci may be shown
bold and 1talicized, or 1n other type, such as a particular
color, 1n order to distinguish them as the loci of interest. As
may also be seen 1n FIG. 10D, the loci of mterest for the
oraphically displayed contigs are aligned 1n the page 1052 so
that a visual comparison of adjacent loci on the various
contigs 1s easily achieved. This visual representation may be
further enhanced through use of the complement feature
described below with reference to FIG. 10E.

Further features of such a graphical viewer 1n accordance
with this embodiment of the invention may be accessed by
clicking on pull-down menu selections 1053 provided 1n the
multiple organism viewer page 1050. The menu selections

include File, View and Help selections that provide features
such as described above with reference to FIG. 4A. The
Show selection 1054 accesses a list of all of the loci listed
in the window 1llustrated in FIG. 10C and loaded into the
multiple organism viewer. By selecting a locus from the
Show pull-down menu, a user may determine that the locus
along with the contig on which 1t resides will be displayed
or hidden, clicking on the loci, a user may determine that a
locus will be displayed or hidden. The Show menu may also
provide for the same determination to be made with respect
to the contigs.

The Complement menu selection 1055 allows a user to
manipulate the graphical representations of the contigs and
loc11n order to facilitate the extraction of salient information
from the data. In particular, the complement menu selection
1055 allows the user to perform a reverse complement on
any of the contigs displayed in the multiple organism viewer
1052. In this way, the homologous and paralogous loci
displayed 1n the viewer 1052 may be shown 1n the same
reading direction so that a user may more easily locate
patterns of related loci adjacent to the loci of interest. FIG.
10E depicts a multiple organism viewer page 1080 1n which
the loci of interest depicted 1n page 1050 are shown with the
same reading direction by use of the complement feature to

show the reverse complement of contigs 1062, 1063 and
1065.

Shortcuts for the complement feature, as well as other
features described herein, may be made available to a user
according to methods well known to those of skill 1n the art.
For example, the complement of a locus (contig) may be
shown by holding down the shift key on a keyboard used to
interface with the computer system on which the graphical
viewer 1n operating while clicking on the contig.

FIG. 11 depicts a flow chart for a generalized process of
the operation a multiple organism viewer in accordance with
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a preferred embodiment of the present invention. The pro-
cess 1100 starts at 1101, and at a step 1102 the multiple
organism viewer system receives a selection of a locus of

interest, for example by clicking on a locus 1n the target
viewer of FIG. 10A. At a step 1104, a list of libraries
containing loci homologous or paralogous to the selected

locus of 1nterest 1s displayed 1n a window. This display may
be 1mitiated by a user clicking on a button, such as the
Multiple Organisms button in FIG. 10A. Next, the system
receives a selection of one or more libraries from the list at
a step 1106, and at a step 1108 a list of loc1 from the selected
libraries which are homologous or paralogous to the selected
locus of interest 1s displayed 1n a window. At a step 1110, the
system receives a selection of loct homologous or paralo-
ogous to the selected locus of interest from the list to be
displayed. Then, at a step 1112, the selected loc1 and their
respective contigs are graphically displayed in a multiple
organism graphical viewer. In a preferred embodiment, the
viewer shows all of the configs and loci 1n a single panel 1n
order to facilitate comparison of the graphically depicted
data. The process ends at 1114.

Implementation

It 1s 1important to note that the present invention may be
implemented as a system or a method, and may be embodied
on a variety of computer-readable media that include pro-
oram 1nstructions, etc. for performing various operations
described hereimn. As noted above, the system implementa-
tion 1s preferably in association with a biomolecular
sequence relational database system. The method 1s a
computer-implemented method, generally involving the
operation of such a system. The media may be any
computer-readable media. Examples of computer-readable
media mclude, but are not limited to, magnetic media such
as hard disks, floppy disks, and magnetic tape; optical media
such as CD-ROM disks; magneto-optical media such as
floptical disks; and hardware devices that are specially
configured to store and perform program instructions, such
as read-only memory devices (ROM) and random access
memory (RAM). The mvention may also be embodied in a
carrier wave travelling over an appropriate medium such as
airwaves, optical lines, electric lines, etc.

Conclusion

Although the foregoing invention has been described 1n
some detail for purposes of clarity of understanding, 1t will
be apparent that certain changes and modifications may be
practiced within the scope of the appended claims. It should
be noted that there are many alternative ways of implement-
ing methods, media and systems of the present invention. As
noted previously, the scope of the invention 1s not limited to
use with a microbial genomic database system such as that
in connection with which the invention 1s primarily
described above. Given the description provided herein, one
of skill mn the art would understand how to use the present
invention 1n connection with a variety of computer-based
biomolecular sequence database systems. For example, a
oraphical viewer 1n accordance with the present mmvention
may be used 1n connection with database systems employed
to store and analyze other types and forms of nucleic acid
sequences or expressed nucleic acid or amino acid
sequences. Accordingly, the present embodiments are to be
considered as 1llustrative and not restrictive, and the inven-
tion 1s not to be limited to the details given herein, but may
be modified within the scope and equivalents of the
appended claims.



US 6,519,583 Bl

19

What 1s claimed 1s:
1. A method implemented 1n a computer system for
presenting biomolecular sequence data, comprising;:

retrieving biomolecular sequence data, including multiple
contigs, from a database i1n response to a user query,
cach contig representing a group of assembled over-
lapping sequences on an organism’s genome; and

oraphically depicting elements of the biomolecular
sequence data 1n a user interface for said computer
system, wherein said graphical depiction comprises a
plurality of panels, at least one of said plurality of
panels graphically depicting depth of coverage infor-
mation for a portion of a biomolecular sequence
depicted 1n at least one other of said plurality of panels.

2. The method of claim 1, wherein said plurality of panels
are comprised within a single frame.

3. The method of claim 2, wherein said plurality of panels
provide graphical depictions representing different aspects
of said biomolecular sequence data.

4. The method of claim 3, wherein said biomolecular
sequence data comprises gene locus data.

5. The method of claim 4, wherein said plurality of panels
comprises three panels.

6. The method of claam 5, wheremn said three panels
comprise a first panel graphically depicting at least a portion
of a contig and 1its associated loci, a second panel graphically
depicting at least a portion of the contig depicted 1n said first
panel and annotated loci associated with the portion, and a
third panel graphically depicting depth of coverage infor-
mation for the portion of the contig depicted 1n the second
panel.

7. The method of claim 1, wherein said method 1s 1imple-
mented 1n Java programming language.

8. A computer system, comprising;:

a database including biomolecular sequence data includ-
ing multiple contigs, each contig representing a group
of assembled overlapping sequences on an organism’s
genome; and
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a user interface capable of

receiving a query relating to the biomolecular sequence
data, and

ographically displaying the results of said query,
wherein said graphical depiction comprises a plural-
ity of panels, at least one of said plurality of panels
ographically depicting depth of coverage information
for a portion of a biomolecular sequence depicted 1n
at least one other of said plurality of panels.

9. The system of claim 8, wherein said plurality of panels
are comprised within a single frame.

10. The system of claim 9, wherein said plurality of panels
provide graphical depictions representing different aspects
of said biomolecular sequence data.

11. The system of claim 10, wherein said biomolecular
sequence data comprises gene locus data.

12. The system of claim 11, wherein said gene locus data
1s depicted in three panels comprising a first panel graphi-
cally depicting at least a portion of a conftig and its associ-
ated loci, a second panel graphically depicting at least a
portion of the contig depicted 1n said first panel and anno-
tated loci associated with the portion, and a third panel
cgraphically depicting depth of coverage imnformation for the
portion of the contig depicted in the second panel.

13. A computer-readable medium containing programmed
mnstructions arranged to graphically display biomolecular

sequence data, the computer-readable medium including
programmed 1nstructions for:

retrieving biomolecular -sequence data, including mul-
tiple contigs, from a database 1n response to a user
query, each contig representing a group of assembled
overlapping sequences on an organism’s genome; and

oraphically depicting elements of the biomolecular
sequence data 1 a user interface for the computer
system, wherein said graphical depiction comprises a
plurality of panels, at least one of said plurality of
panels graphically depicting depth of coverage infor-
mation for a portion of a biomolecular sequence
depicted 1n at least one other of said plurality of panels.
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